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REMARKS 

Status of the Claims 

Claims 52-95 are pending. 

In the present Amendment, Claims 52-65, 67-69, 83, 84, 86, 87, 89 - 95 have been 
cancelled. Claims 66 and 70 have been written in independent form and Claims 66, 70-78, and 
82 have been amended in response to rejections under 35 U.S.C. 112. The amendments have 
not added new matter, nor have they broadened the scope of the claims. 

Claim Objections 

New Ma tier 

The Examiner requires cancellation of the replaced chemical structures on pages 104 
and 105 of the Specification contending that the structures constitute new matter since there 
was no explanation for the changes. 

The chemical structure was replaced on page 104 because the original structure was 
incorrectly copied into the table, thereby leaving the amide of the benzamide group outside the 
table display. With regard to the replaced chemical structure on page 105, the structure was 
incompletely drawn so as to omit the aromaticity of both the pyridine and phenyl rings. 
Accordingly, both structures were replaced in the previous amendment in order to correct 
typographical errors in the original specification. 

In view of the above, Applicants assert that the corrected chemical structures do not 
constitute new matter and request withdrawal of this rejection. 

Section 112 Rejections 

Definiteness Rejections 

Claims 52-95 are rejected under 35 U.S.C. 1 12, second paragraph, as the Examiner contends 
that there is ambiguity between the definition of "prodrug" and the definition of various R groups 
including esters, alkoxycarbonyl, etc. and "therefore it is not clear what is the difference between 
these variable groups and the prodrug groups." Applicants do not agree as it is believed that one of 
skill in the art would readily be able to differentiate the various R groups from prodrugs of the 
compositions of the instant invention. However, in order to expedite the prosecution of this 



- 10- 



US application Serial No. 09/8^1/750 
Attorney Docket No. QA0239A-CIP 



application, the claims 66 and 70-77 have been amended to delete the term "prodrug". It is believed 
this amendment fully addresses the Examiner's rejection. 

Claim 53 has been rejected for indefiniteness, as the Examiner contends it is uncertain 
whether the proviso of Claim 53 corresponds to the proviso applied to Claim 52, or is applied to 
claim 53. Applicants have cancelled these claims and believe the rejection is moot. 

The Examiner contends that claims 54-56 are indefinite "as they recite R 2 choice without 
reciting Z as NR'R 2 ." Applicants do not understand this rejection. Claims 54-56 ultimately depend 
from Claim 52 (not 53). However, since Applicants have cancelled these claims, the rejection is 
moot. 

Description and Enablement Rejections 

The Examiner has rejected claims 52-95 under 35 U.S.C. 1 12, first paragraph, contending 
that there is no support in the specification for the term, stereoisomers. Applicants do not agree, as 
there is ample basis in the terms "enantiomers" and "diastereomers". However, in order to expedite 
the prosecution of this application, the claims have been amended to delete the word 
"stereoisomers". Accordingly, Applicants believe the rejection is now moot. 

Claims 82-85 and 87-96 have also been rejected under 35 U.S.C. 1 12, first paragraph as the 
Examiner contends that the specification does not "reasonably provide enablement for treating any 
or all p38 mediated diseases/disorder and/or TNF-a mediated disorders." Applicants amend the 
claims and traverse in part. 

Claim 88 is directed to a method of inhibiting TNF-a expression in mammals. Support for 
this is provided by the assays described on pages 38 -40 of the specification. It is well accepted in 
the art that activity in these assays is predictive of in vivo activity. Accordingly, it is requested that 
the enablement rejection of Claim 88 be withdrawn. 

While Applicants do not agree that there is not adequate support for in order to enable the 
treatment of p38-mediated disease and/or TNF-a related disorders, in order to facilitate the 
prosecution of this application, Applicants have amended claim 82 to specify a method of treating 
rheumatoid arthritis, and canceled dependent claims 83, 84, 90, 91, 94 and 95. Accordingly, it is 
believed that the Examiner's rejection for lack of enablement based on these claim is now moot 
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Section 102 and 103 Rejections 

The Examiner has rejected Claims 52-53, 61, 69-70 and 78 under 35 U.S.C. 102(b) or 
alternatively under 35 U.S.C. 103(a) as being anticipated by US 3,625,979 ("Heimberger"). The 
Examiner contends that Heimberger teaches several trisubstituted trazines, for use as anti- 
inflammatory agents and directs attention to Applicants to Formula 1 in column I as well as examples 
1-13, particularly examples 6, 10 12(?), and 12. Applicants amend the present claims and traverse 
the rejection. 

Claims 51-69 have been cancelled, claim 70 has been re-written in independent form, and 
claims 72-76 and 78 have been amended to depend from claim 70. As amended the claims require 
that the Z substituent of Applicants broadest generic is not a heterocyclic ring (see the definition of 
N(Rj)(R 2 ) in amended claim 70). 

According to the MPEP 2131 .02, "in a genus-species situation when the compound is not 
specifically named, but instead it is necessary to select portions of teaching with a reference and 
combine them, e.g., select various substituents from a list of alternatives given for placement at 
specific sites on a general chemical formula to arrive at a specific composition, anticipation can only 
be found if the classes of substituents are sufficiently limited or well delineated." Ex part A, 17 
USPQ2d 1716 (Bd. Pat App. & Inter. 1990). Further, one of ordinary skill must "at once envisage" 
the specific compounds within the generic chemical formula to anticipate the compounds. It is 
suggested that looking to the preferred embodiments is an indication of anticipation. In re Petering, 
301 F.2d 676, 133 USPQ 275 (CCPA 1962). One of ordinary skill cannot envisage Applicants' 
specific compounds from the broad generic disclosed in Heimberger. 

Accordingly, in the present case there are a large number of possible species disclosed within 
Heimberger broad generic described by Formula I (See Heimberger, abstract). It would be 
impossible to select the various substituents from the alternatives suggested in the Heimberger 
Markush groups to arrive at Applicants' claimed compositions without the aid of hindsite. 
Additionally, there are no preferred groups or examples throughout Heimberger that would lead one 
of skill in the art to envisage Applicants' claimed compounds. Indeed, the closest Heimberger 
examples (See Heimberger, Examples 6, 10, 1 1 and 12) disclose only heterocyclic rings in the Z 
position, directing the attention of one of skill in the art away from Applicants' compounds. 
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Accordingly, Applicants' amended claims are not anticipated by Heimberger, nor are they obvious 
over Heimberger. 

The Examiner contends that claims52-53, 61, 69-70 and 78 obvious over Heimberger for the 
reasons already cited in the 102 rejection above, and additionally, because the claims (including 
claims 70 and 78) allegedly require Z and or Rl 1 to be a heterocyclic ring, especially 
homopiperazine. Applicants respectfully traverse. 

As discussed above, unlike the exemplified Heimberger compositions, the Z group described 
in Applicants' claimed compositions (i.e. claims 70 -76 and 78) exclude the possibility that Z is a 
heterocyclic ring. Moreover, there is no suggestion or motivation in Heimberger to provide 
Applicants monoarylamine triazines. Accordingly, Heimberger 5 s examples which contain a ring in 
the corresponding Z position do not render Applicants' compositions obvious. 

Applicants respectfully request that the Examiner withdraw the novelty and obviousness 
rejections of claims 70-76 and 78 over Heimberger. 

Section 103 Rejection 

Claims 51-65, 67-75, 79-80 and 86 were rejected under Section 103(a) in view of Daeyaert et 
aL, US Pat. No. 6,150,360. The Examiner renews his rejection of the claims and does not accept 
Applicants assertion that the biarylamino compounds of Daeyaert do not provide motivation to one 
of skill in the art to obtain Applicants' claimed compositions. The Examiner replies that Daeyaert 
teaches equivalency of biarylamino triazines to monoarylamino triazines because generically 
claimed compounds are considered to be equivalent to the exemplified compounds. Applicants 
respectfully traverse. 

As discussed previously, the selections for R 2 , R 3 and R 14 in the present claims 70 describe 
monoarylamino triazine structures, not biarylamino triazines. Daeyaert neither exemplies nor 
includes monoarylamino triazines in their broadest generic structure. Accordingly, contrary to the 
Examiner's argument, Daeyert has provided no teaching or suggestion that it would be desirable to 
replace one of the aryl/heteroaryl groups with a non-aromatic ring or non-ring group. 
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Therefore, it is submitted that Section 103 may not be applied to new claims 70 -75, 79-80 
and 86 based on Daeyert. Compare, e.g., Ex parte Ligett, 121 USPQ 324, 326 (Bd. Pat. App. 1958) 
(holding an alkyl ester of N-phenyl maleamic acid unobvious over an alkyl ester of N-napthyl 
maleamic acid because nothing in the art suggested the phenyl derivative would be expected to be as 
effective as the napthyl derivative - both compounds used for fungicides). 

Accordingly, Applicant request that the obviousness rejection of claims 70-75, 79-80 and 86 
over Daeyaert be withdrawn. 

Applicants believe the claims are in condition for allowance. 

FEES 

No fees should be due. 
SUMMARY 

In view of the foregoing, it is requested that this case proceed to issuance. The Examiner is 
invited to contact the undersigned if it is believed prosecution could be expedited. Attached hereto 
is a "Version with Markings to Show Changes Made" (i.e., showing the corrections to the 
specification). 



Respectfully submitted, 



Bristol-Myers Squibb Company 
Patent Department 



Laurelee A. Duncan 
Attorney for Applicants 
Reg. No. 44,096 



P.O. Box 4000 
Princeton, NJ 08543-4000 
609-252-5323 



Date: May 3, 2003 



- 14- 



Marked-Up Version to Show Changes to the Claims 
66 ( A me n d ed ). A c o m pound of Formula (1 ), 



I 

Z N R11 

1 

6& A compound of Ghn-m 52 or a stereo i som ef-r or an enantiomer, 

diastereomer, tautomer. or pharmaceutically-acceptable salt, proi-lr u g . o ^o-t-v-a t-e- t h c reo fo r 
s olvate (hereof wherein: 

wherem- V is chosen from CHR 3 -. -NR'^-, -0-, and S-; 

Z is chosen from halogen, alkvl. substituted alkyl. arvL substituted ar vL 
cvcloalkyl. substituted cycloalkyL heterocvclyl. substituted heterocyclyl. -SR\ -ORL and 
-N(R')(R 2 ); 

-Nt R'XR 2 ) taken together may form a heterocvclyl or substituted heterocvclyl; or 

R 1 i s chosen from hydroucn, alkyl and substituted alkvl; and 

R 2 is chosen from hydro g en, alkyl, substituted alkvk alkoxy. arvL substituted ary L 

cycloalkyL subs t ituted cycloalkyL heterocvclyl and substituted heterocycl yl; 

R 3 is chosen from hydrogen, alkvl. subst ituted alkyl . arvL substituted aryL 

cycloalkyL substituted cycloalkyL heterocvclyl and substituted heterocyclyl; 

is chosen from hydrogen and alkyl, or when attached to a nitrogen atom, R s 

taken together with R ' may form a fused heterocyclyl or substituted heterocvclyl; 

R 7 is chosen from hydrogen, ~N(.R" 1 KR^L halogen, cvano, alkyl. substituted 

alkvl. alkoxy. and alkylthio. or when V is -NR'\ -IV and R'' taken together may form a 

fused heterocvclyl or substituted heterocvclyl; 

R is chosen from hvdro&cn and ha l o ge n ; 

R 9 is chosen from -CCHalkyl). -C((.))N(R i: )(R i2 ). -S 0 2 N(R 31 )(R 32 ). 
-N(R 33 )SQ 2 R 34 . -C(Q)N(R 33 MR 3 ')(R 3 \ -N(R 33 )C(Q)R 34 . -CH 2 N(R 33 )C(Q)R 34 . - 
N(R 3 ')(R 3 -). -CH 2 OC(0)R 34 , C u, alkvl. substituted alkvl. cvcloalkyl. substituted 
cvcloalkyl. arvl. substituted arvl. heterocvclyl. substituted heterocvclyl, and -CCOIR 1 "; 

AT 



provided, however, that when R g is CI h or NIK then neither R" nor R M is /x/ro-cvano- 
phenvl: 

o r R* and R 9 taken to ge t h er mav form -C (())N(R ^ )CI h - or -(,'(( ))N( R v; )C((,))-: 
R i0 is cho s en from hc tcrocyclv L s ubstitu t ed heterocvclvl. ev el oalkyl. substituted 
cycloatkyh arvl. sub sti tuted a ryk alkyk and su bs ti t ut ed alkvl: 

R and R 3 ' are independently chosen from hydrogen, alkyk and substituted alkyl; 

R v " is chosen from hydrogen, alkvl. substituted alkyl. alkoxy. aryl. substituted 

arvl. evcloalkvk substituted eveloalkyl. aryloxy. heterocvclvl and substituted 
heteroeyclyl; 

_ R" " is c hosen from alkv l. s ubst it ute d alkvl. aryL substituted aryk evcloalkvk 
s u b stituted evcloalkvk heteroc v c l vl and substituted heie rocvclyl: 

R 11 is -n^\-ch 3 

R L " is chosen from hydrogen, alkyk and substituted alkyl; 

R L Ms-(CH AnR 14 : 

-N(R !2 ) ( R K v ) t aken to aether ma y fo r m a h e t er oc vc lvl or substituted heterocvc lvl: 
m is 0. 1 . 2 or 3 ; 

R i1 is ch o sen f r om hydr ogen, alkvl. substituted alkvl. -C(0)N( R: n )( R ; : ). 

-N(R' >3 ')C(0)R" 4 > aryl, subs tituted aryl. eveloalkyl. substituted eveloalkyl. heterocvclvl. 
substituted heterocyelyk and 




R 1 " is chosen from h ydrogen , alkyk substituted alkyl. alkenyl. -C(Q')-alkvL 
-C(Q)-substituted alkvL ~C(OVaryh -C(0)-substituted aryl. -C(Q)-alkoxv, arvl. 
substituted aryk eveloalkyl. substituted cycloalkyL heteroeyclyl and substituted 
heteroeyclyl; 

R, 16 is chosen hydrogen, alkyk substituted alkyk and 



Q 



NHR 



17 



or 



R ' is chosen from hydro g en, alkvl . substituted alk vl. - C(Q)-alkvK 
C(Q)-substitutcd alkvl. -C(Q)-arvl. and C(())-substituted aryl. 



70. (Amended). 



A compound having the formula. 




N 



N 



Z 




NR 12 Ri 3 



7Q-. A compound according t o Cla im 69 or a stereoisomer s a enantiomer, 

diastereomer, tautomer, or pharmaceutically-acceptable salt, pr eda- i g. o t^o-k^t-e-t-hef eofe 

- or solvate thereof, wherein: 
wherei n : 

V is chosen from Cl lR\ -NR 5 -. -Q-, and S-: 

Z is halogen, alkyl, -N(R')(R 2 ), or alkyl substituted with one to two of - 
N(R" )(R ), alkoxy, alkylthio, halogen, cyano, carboxyl, hydroxyl, -S02-alkyl, -CO2- 
alkyl, -C(0)-alkyl, nitro, cycloalkyl, substituted cycloalkyl, -C(0)-N(R 31 )(R 32 ), and/or - 
NH-C(0)-alkyl; 

R 1 is hydrogen or methyl; 

R is alkyl of 1 to 8 carbon atoms; 

R 3 is chosen from hydrogen, alkyl. substituted alkv L aryl. substituted aryl. 
cycloalkyl. substituted cycloalkyl, heterocvclyl and substituted heterocyclyl: 
is chosen from hydrogen and alkyl of 1 to 4 carbon atoms; 

R is chosen from hydrogen, amino. aminoC ^ alkvh halogen, cyano. C halky!. 
C^ alkoxy, and alkylthio: 



R K is attached to any available carbon atom of the phenyl ring and is chosen from 
hy dro g en and halogen: 

R" is cho se n from -C (Q)N( R 3 ! )(l V 2 l -S(),N( R M )(R 3 \ 
-S(R ly )SOAl } '\ -C ( 0)N ( R 33 )N( R 3 ' )( R 3 2 ). -N( R 33 )C(Q)R -CI I A^R 33 )C(( ))1C\ 
-N(R: n )(R:° ) , - C I b OC( ()) R j4 . hcl crocyc lvL an d subs t itu t e d hc tc rocyc ly l: o r 

R* and R 9 taken together may form C((.))N(R ) ")CI h- or C(0)N( R" ; )C(Q)-; 

R' 1 and R" are independently chosen from hydrogen, alkvL and substituted alkyl; 

W" is chosen from hydrogen, alkyl. substituted alkvL alkoxy, aryk substituted 

aryl. cycloalkyL substituted cycloalkyL ar\ioxy\ heterocyclyl and substituted 
h eterocyclyl: 

W A is chosen from alk y l. substituted alk yk a ryl. substitut ed a ryL c ycloalk yL 
substituted cvcloalkvL heterocyclyl and substituted heterocyclyl; 




N(R )(R ) taken together form a monocyclic heteroecyclyl or substituted 
heterocyclyl of 5 to 7 atoms having 1, 2 or 3 additional nitrogen atoms, -NH-alkyl 
wherein alkyl is of 1 to 4 carbon atoms, or 




m is 0. 1.2 or 3: 

R 14 is chosen from hydrogen, alkyk substituted alkvL -CfO)N(R 3 ')( R 3 ~). 
-N(R'°)C(Q)R" M , aryl. substituted aryl. cycloalkyL substituted cycloalkyL heterocyclyl. 
substituted heterocyclyl and 




are independently hydrogen or m ethyL methyl; and 
R 17 is chosen from hydrogen, alkyl, substituted alkvL -CfOValkyl, 
-C(0)-substituted alkvL -C(Q)-aryb and C(Q)-substilutcd aryl. 



o 



o 



7 1 (A mended) . A compound of Claim 70 or as-te'-eei-settve^ enantiomer, 

diastereomer, tautomer, or pharmaceutically-acceptable salLpmdr-t+gr or solvate thereof, 
having the formula: 




72 (Amended) . The compound of claim 6970 or as-te^e-i^emefv enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salt,pr-edwgr or solvate thereof, 
wherein: 

R 7 is halogen, methyl, methoxy, halogen, or cyano. 

73 (Amended) . The compound of claim 6970 or a stereoisomer, 
enantiomer, diastereomer, tautomer, or pharmaceutically-acceptable salt, prodrug, or 
solvate thereof, wherein: 

R 9 is C(=0)NH 2 , C(=0)NH(CH 3 ) , or C(=0)NHO(CH 3 ). 

74 (Amended) . The compound of claim 6970 or as t e r eo isomcr. enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salt, prodrug, or solvate thereof, 

wherein R 7 is methyl and R 9 is C(=0)NH(CH 3 ) or C(=0)NHO(CH 3 ). 

75 (Amended) . A compound of Claim 6970 or aste-reei- somer enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salt,pt : edmg7 or solvate thereof 
wherein: 

R 9 is chosen from unsubstituted or substituted triazolyl, oxadiazolyl, imidazolyl, 
thiazolyl and benzimidazolyl. 
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76 (Amended) . A compound of Claim 6970 or a stercoi -sofflerr enantiomer, 
diastereomer, tautomer, or pharmaceutically-acceptable salUpredfttgr or solvate thereof 
wherein: 

R 9 is chosen from substituted or unsubstituted 1,2.4-triazole; substituted or 
unsubstituted thiazole connected via a C2, C4, or C5 position; substituted or 
unsubstituted 1,3,4-oxdiazole connected via a 2 or 5 position; and substituted or 
unsubstituted imidazole connected via a C2, C4 ? C5, Nl or N3 position. 

77 (Amended) . A compound which is selected from (i): 




o?0 




22 



o 



o 




V-so 2 . Qr (jj^ a stereoisomer enantiomer, diastereom 
tautomer. or pharmaceutically-acceptable salt. prodrug or solvate of the compound 
selected from paragraph (i). 



ingredient, a compound, or a prodrug or salt thereof, according to claim 53t70. and a 
pharmaceutically acceptable carrier. 

82 (New). A method of treating a condition associated with p3 -84n-VH*se 
aeti-viEv-H va-mamma^r 1 l e n m at oi d arthritis, the method comprising administering to a 
mammal in need of such treatment, an effective amount of a composition according to 
claim 78. 



78 (Amended) . 



A pharmaceutical composition comprising as an active 
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